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Food Drug and Cosmetic ActFood Drug and Cosmetic Act 
(FD & C Act)(FD & C Act) 

•• GiveGives as auuthority tthority too:: 
–– Interpret the lawInterpret the law 
–– Establish standardsEstablish standards 
–– Review and approveReview and approve 
–– Assure complianceAssure compliance 
–– Enforce/protectEnforce/protect 
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Brief HistorBrief History of FD&C Acty of FD&C Act
 
•• 1906 Food and Drugs Act1906 Food and Drugs Act 

–– Prohibited misbranding and adProhibited misbranding and adultulteeration of foods andration of foods and 
drugsdrugs 

•• 1938 Federal Food Drug and Cosmetic Act1938 Federal Food Drug and Cosmetic Act 
––	 PrePre--clearance of drugs for safetyclearance of drugs for safety 

•• 1951 Durham1951 Durham--Humphrey AmendmentHumphrey Amendment 
–– Separated prescription drugs from overSeparated prescription drugs from over--thethe--countercounter 
––	 escription drug labelingAllowed FDA to regulate prAllowed FDA to regulate prescription drug labeling 

•• 1962 Kefauver Harris Amendment1962 Kefauver Harris Amendment 
––	 cy (in addition to safety)Required drugs prove efficaRequired drugs prove efficacy (in addition to safety) 

WhatWhat is Labeling?is Labeling? 

FD&C Act:FD&C Act: 
••	 ““LabelLabel”” is written, printed, or graphicis written, printed, or graphic 

matter on the immediate container of thematter on the immediate container of the 
drug productdrug product 

••	 ““LabelingLabeling”” is all labels as well as otheris all labels as well as other 
written, printed, or graphic matterwritten, printed, or graphic matter 
accompanying the drug productaccompanying the drug product 
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WhatWhat is Labeling?is Labeling?
 

21 CFR 202.1 Prescription21 CFR 202.1 Prescription--drugdrug 
advertisementsadvertisements 

•• Printed, audio or visual matter descriptivePrinted, audio or visual matter descriptive 
of a drugof a drug published for use by medicalpublished for use by medical 
practitioners, pharmpractitioners, pharmacists, or nursesacists, or nurses 
supplied by the manufacturer, packer, orsupplied by the manufacturer, packer, or 
distributor are determined to be labeling asdistributor are determined to be labeling as 
defined in the FD&C Actdefined in the FD&C Act 

 

 

DrugDrug LabelingLabeling 
••Package insertPackage insert –– FDAFDA--approvedapproved 

••Information that accompanies drug when drug is approvedInformation that accompanies drug when drug is approved 
••Other labelingOther labeling 

••Patient Package InsertPatient Package Insert –– FDAFDA--approvedapproved 
••Medication GuideMedication Guide –– FDAFDA--approvedapproved 
••BrochuresBrochures 
••Mail and lettersMail and letters 
••BulletinsBulletins 
••CalendarsCalendars 
••Motion picture filmsMotion picture films 
••Sound recordingsSound recordings 
••Meeting exhibits and presentationsMeeting exhibits and presentations 
••Medical literatureMedical literature 

Regulated by Division 
of Drug Marketing, 
Advertising, and 
Communication - No 
pre-approval 
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MisbrMisbraandingnding
 

FD&C ACT Section 502FD&C ACT Section 502 

A drug product is misbranded if itsA drug product is misbranded if its ““llabelingabeling 
is false or misleading in any particularis false or misleading in any particular 
[502(a)][502(a)] ”” and fails to haveand fails to have ““adequateadequate 
directions for use [502(f)].directions for use [502(f)].”” 

Labeling RequirementsLabeling Requirements 
••	 RegulationRegulationss ddeescribscribee thethe contencontent ant and fod formrmatat reqrequuireiremmententss 

for labeling informationfor labeling information 

••	 Effective JunEffective Junee 30,30, 2002006,6, NEWNEW 201.201.5656 aand 20nd 201.571.57 adadoptedopted
forfor physiphysician labeling rule (PLR)cian labeling rule (PLR) 

•• 2121 CFR 201.CFR 201.56 (G56 (Geneeneralral)) andand 2201.501.577(S(Specific)pecific) 

••	 Most conteMost contenntt reqrequuireiremmententss areare maintmaintaaineinedd; significant; significant
format reformat requiremenquirementt chanchanggeess 

••	 21 CFR 221 CFR 201.01.8080 (Specific) f(Specific) foorr older dolder drrugugss 

Final Rule: Requirements on the Content and Format of Labeling for Human 
Prescription Drug and Biological Products, January 24, 2006. 
http://www.fda.gov/cder/regulatory/physLabel/default.htm 
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GoalsGoals forfor New Labeling RuleNew Labeling Rule
 

•• More informative labelingMore informative labeling 

•• More accessible labelingMore accessible labeling 

•• Better riBetter risk comsk commmunicationunication 

•• Fewer medication errorsFewer medication errors 

New 21 CFR 201.57New 21 CFR 201.57 –– RevisedRevised 

LabelingLabeling
 

•• HighlightHighlightss 
–– High levelHigh level ½½ page summarypage summary 
–– Links to appropriate section in FPILinks to appropriate section in FPI 
–– ““Information toolInformation tool”” 

•• ContentsContents 
–– Allows easAllows easy reference to FPy reference to FPII 
–– Consistent order andConsistent order and numbernumbering of sectionsing of sections 
–– ““NNaavivigatigation toolon tool”” 

•• Full presFull prescribing infcribing infoormation (rmation (FFPI)PI) 
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HighlightsHighlights
 
HIGHLIGHTS OF PRESCRIBING INFORMATION 
These highlights do not include all the information needed to use Imdicon ---------------------DOSAGE FORMS AND STRENGTHS----------------------
safely and effectively. See full prescribing information for Imdicon. Capsules: 50 mg (3) 

IMDICON® (cholinasol) CAPSULES -------------------------------CONTRAINDICATIONS------------------------------
Initial U.S. Approval: 2000 • Hematopoietic disorders or a history of TTP or aplastic anemia (4) 

•	 Hemostatic disorder or active bleeding (4) 
•	 Severe hepatic impairment (4, 8.7)WARNING: LIFE-THREATENING HEMATOLOGICAL ADVERSE
 

REACTIONS 

See full prescribing information for complete boxed warning. 
 -----------------------WARNINGS AND PRECAUTIONS-----------------------

Monitor for hematological adverse reactions every 2 weeks for first 3 •	 Neutropenia (2.4 % incidence; may occur suddenly; typically resolves 
months of treatment (5.2).  Discontinue Imdicon immediately if any of the within 1-2 weeks of discontinuation), thrombotic thrombocytopenic 
following occur: purpura (TTP), aplastic anemia, agranulocytosis, pancytopenia, 

leukemia, and thrombocytopenia can occur (5.1)•	 Neutropenia/agranulocytosis (5.1) 
•	 Monitor for hematological adverse reactions every 2 weeks through the•	 Thrombotic thrombocytopenic purpura (5.1) 

third month of treatment (5.2)•	 Aplastic anemia (5.1) 

------------------------------ADVERSE REACTIONS-----------------------------------------------------------RECENT MAJOR CHANGES--------------------------
Most common adverse reactions (incidence >2%) are diarrhea, nausea, 

Dosage and Administration, Coronary Stenting (2.2) 2/200X 
Indications and Usage, Coronary Stenting (1.2) 2/200X 

dyspepsia, rash, gastrointestinal pain, neutropenia, and purpura (6.1). 

To report SUSPECTED ADVERSE REACTIONS, contact----------------------------INDICATIONS AND USAGE--------------------------
(manufacturer) at (phone # and Web address) or FDA at 1-800-FDA-1088Imdicon is an adenosine diphosphate (ADP) antagonist platelet aggregation 
or www.fda.gov/medwatch.inhibitor indicated for: 

•	 Reducing the risk of thrombotic stroke in patients who have experienced 
stroke precursors or who have had a completed thrombotic stroke (1.1) ------------------------------DRUG INTERACTIONS-------------------------------

•	 Anticoagulants:  Discontinue prior to switching to Imdicon (5.3, 7.1)•	 Reducing the incidence of subacute coronary stent thrombosis, when 
• Phenytoin:  Elevated phenytoin levels have been reported. Monitor 

Important limitations: 
used with aspirin (1.2) 

levels. (7.2) 
•	 For stroke, Imdicon should be reserved for patients who are intolerant of 

or allergic to aspirin or who have failed aspirin therapy (1.1) -----------------------USE IN SPECIFIC POPULATIONS------------------------
•	 Hepatic impairment: Dose may need adjustment. Contraindicated in 

severe hepatic disease (4, 8.7, 12.3)----------------------DOSAGE AND ADMINISTRATION----------------------
•	 Renal impairment:  Dose may need adjustment (2.3, 8.6, 12.3)•	 Stroke:  50 mg once daily with food. (2.1) 

•	 Coronary Stenting: 50 mg once daily with food, with antiplatelet doses 
of aspirin, for up to 30 days following stent implantation (2.2) See 17 for PATIENT COUNSELING INFORMATION and FDA-

approved patient labelingDiscontinue in renally impaired patients if hemorrhagic or hematopoietic 
Revised: 5/200Xproblems are encountered (2.3, 8.6, 12.3) 

Table of ContentsTable of Contents
 
FULL PRESCRIBING INFORMATION: CONTENTS* 

WARNING – LIFE-THREATENING HEMATOLOGICAL ADVERSE 
REACTIONS 
1 INDICATIONS AND USAGE 

1.1 Thrombotic Stroke 
1.2 Coronary Stenting 

2 DOSAGE AND ADMINISTRATION 
2.1 Thrombotic Stroke 
2.2 Coronary Stenting 
2.3 Renally Impaired Patients 

3 DOSAGE FORMS AND STRENGTHS 
4 CONTRAINDICATIONS 
5 WARNINGS AND PRECAUTIONS 

5.1 Hematological Adverse Reactions 
5.2 Monitoring for Hematological Adverse Reactions 
5.3 Anticoagulant Drugs 
5.4 Bleeding Precautions 
5.5 Monitoring: Liver Function Tests 

6 ADVERSE REACTIONS 
6.1 Clinical Studies Experience 
6.2 Postmarketing Experience 

7 DRUG INTERACTIONS 
7.1 Anticoagulant Drugs 
7.2 Phenytoin 
7.3 Antipyrine and Other Drugs Metabolized Hepatically 
7.4 Aspirin and Other Non-Steroidal Anti-Inflammatory Drugs 
7.5 Cimetidine 
7.6 Theophylline 
7.7 Propranolol 
7.8 Antacids 
7.9 Digoxin 
7.10 Phenobarbital 
7.11 Other Concomitant Drug Therapy 
7.12 Food Interaction 

8 USE IN SPECIFIC POPULATIONS 
8.1 Pregnancy 
8.3 Nursing Mothers 
8.4 Pediatric Use 
8.5 Geriatric Use 
8.6 Renal Impairment 
8.7 Hepatic Impairment 

10 OVERDOSAGE 
11 DESCRIPTION 
12  CLINICAL PHARMACOLOGY 

12.1 Mechanism of Action 
12.2 Pharmacodynamics 
12.3 Pharmacokinetics 

13  NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 

14  CLINICAL STUDIES 
14.1 Thrombotic Stroke 
14.2 Coronary Stenting 

16 HOW SUPPLIED/STORAGE AND HANDLING 
17 PATIENT COUNSELING INFORMATION 

17.1 Importance of Monitoring 
17.2 Bleeding 
17.3 Hematological Adverse Reactions 
17.4 FDA-Approved Patient Labeling 

*Sections or subsections omitted from the full prescribing information are not 
listed. 
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Implementation ScheduleImplementation Schedule
 
NeNeww NDNDAA,, BLABLA or efficaor efficaccyy 
ssuppleupplemmeennt st submitteubmitted:d: 

LaLabebel musl mustt ccoonform:nform: 

6/30/06 or after6/30/06 or after At time of submissionAt time of submission 

PendiPending on 6/3ng on 6/300/06/06 
ApproveApprovedd 6/30/6/30/0505-6/29/06/29/066 

6/30/09 (36/30/09 (3 yearyears)s) 

ApproveApprovedd 6/30/6/30/0404-6/29/06/29/055 6/30/106/30/10 
ApproveApprovedd 6/30/6/30/0303-6/29/06/29/044 6/30/116/30/11 

ApproveApprovedd 6/30/6/30/0202-6/29/06/29/033 6/30/126/30/12 

ApproveApprovedd 6/30/6/30/0101-6/29/06/29/022 6/30/136/30/13 

ApproveApprovedd PrePre-6/30/016/30/01 VoluntarVoluntary at any at any timey time 
(encour(encourageaged)d) 

–
–
–

–
–

ChangesChanges to Full Prescribingto Full Prescribing 
InformationInformation 

•• WWaarrnniningsgs andand PrPrececaauutiotionnss ccoonsnsoolidlidaatted ined intoto oonnee seseccttioionn 

•• FormFormally in Preally in Preccauautions,tions, nnoow new sectiw new sectionsons 
– Drug IntDrug Inteeractionsractions 
– Use in SpeUse in Speccific Populationific Populationss 
– Patient CounPatient Counseling Infseling Infoormrmationation 

•• FormFormally optional, now reqally optional, now requuiredired 
– Clinical StudiesClinical Studies 
– NonclinicalNonclinical TTooxicologyxicology 

•• CreCreaated Doted Dosagesage FoForms arms andnd StrengtStrengths sehs sectionction 

•• Moved HowMoved How Supplied seSupplied sectction to neion to neaarr enendd 
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Companion GuidancesCompanion Guidances
 

••	 Adverse Reactions Section of LabelingAdverse Reactions Section of Labeling —— Content andContent and 
Format (Final)Format (Final) 

••	 Clinical Studies Section of LabelingClinical Studies Section of Labeling —— Content andContent and 
Format (Final)Format (Final) 

••	 Implementing the New Content and FormatImplementing the New Content and Format
ReReququiremeiremennts (Draft)ts (Draft) 

••	 Warnings and Precautions, Contraindications, andWarnings and Precautions, Contraindications, and
Boxed Warning SectBoxed Warning Sections of Labelingions of Labeling —— Content andContent and 
Format (Draft)Format (Draft) 

http://www.fda.gov/cder/guidance/index.htm 

Other Labeling GuidanceOther Labeling Guidance 

•• Determining EstablishedDetermining Established 
Pharmacologic Class for Use in thePharmacologic Class for Use in the 
Highlights of PHighlights of Prrescribing Informationescribing Information 

•• Dosage and Administration Section ofDosage and Administration Section of 
LabelingLabeling –– Content and FormatContent and Format 

•• Indexing Structured Product LabelingIndexing Structured Product Labeling 
•• Target Product ProfileTarget Product Profile –– A StrategicA Strategic 

Development Process ToolDevelopment Process Tool 
http://www.fda.gov/cder/guidance/index.htm 
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Guidance Under DevelGuidance Under Developmentopment
 

•• Clinical Pharmacology Section ofClinical Pharmacology Section of 
LabelingLabeling –– Content and FormatContent and Format 

•• Drug Names and Dosage FormsDrug Names and Dosage Forms 

Guidance Agenda: Guidances CDER is Planning to Develop During Calendar Year 2008. 
http://www.fda.gov/cder/guidance/CY08.pdf 

How FDA Reviews/ApprovesHow FDA Reviews/Approves 
LabelingLabeling 

••	 Applicant (company) normally writes draft lApplicant (company) normally writes draft labelabel 

••	 Applicant submits draft labeling with supporting dataApplicant submits draft labeling with supporting data
(from clin(from clinicical trials, animal studiesal trials, animal studies) in NDA or) in NDA or BLA toBLA to 
FDA for reviewFDA for review 

••	 FDA reviewers determine apFDA reviewers determine appropriateness of draftpropriateness of draft
labeling (internal meetings)labeling (internal meetings) 

••	 Labeling negotiationsLabeling negotiations with companywith company 

••	 Final labeling is apprFinal labeling is approved by FDA once agroved by FDA once agreed to byeed to by
FDA and applicFDA and applicantant 
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How FDA Reviews/ApprovesHow FDA Reviews/Approves 

LabelingLabeling
 

•• FDA approval letter and labeling posted atFDA approval letter and labeling posted at 
DrugDrugs@FDAs@FDA 
– http://http://www.awww.acccecessdatassdata.fda..fda.gov/scripts/gov/scripts/ccddeer/r/drdrugugsatfsatfdada/index.cf/index.cfmm 

•• Electronic labeling (SPL format) isElectronic labeling (SPL format) is 
submitted and posted at National Librarysubmitted and posted at National Library 
of Medicineof Medicine’’s Daily Meds Daily Med 
– http://http://dailymed.nlm.nih.gdailymed.nlm.nih.goov/dailymed/abv/dailymed/about.out.ccfmfm 

Drugs@FDADrugs@FDA 

•• A Catalog of FDAA Catalog of FDA ApprovedApproved Drug ProductsDrug Products 
–– Approved and tentatively approvedApproved and tentatively approved 


prescription, overprescription, over--thethe--counter, andcounter, and 

discontinued drugsdiscontinued drugs
 

–– Searchable online database containing drugSearchable online database containing drug 
approval letters, labels, and review packagesapproval letters, labels, and review packages 

–– Adobe Acrobat (.pdf) formatAdobe Acrobat (.pdf) format 

http://www.accessdata.fda.gov/scripts/cder/drugsatfda/index.cfm 
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ElectronicElectronic 
Labeling Rule and GuidanceLabeling Rule and Guidance 

••	 DeceDecembemberr 202003 final regul03 final regulationsations (t(the elhe electectrroonnic labelingic labeling rule)rule) 
reqrequuireire susubmibmissionssion of tof thehe contencontent of labt of labeeling in electroling in electronnic foic formrmat thatat that 
FDA canFDA can process,process, review areview and and arrchivechive 

••	 Adopting neAdopting new technology fw technology foorr procesprocessingsing andand manmanaginagingg cocontenntent oft of 
labeling sublabeling submmitted eleitted eleccttrroonnicallyically 

••	 GuidaGuidanncece dedescribescribes hs hoow tw too susubmit thbmit thee contcontentent of labof labeeling using tling using thehe
StructuStructurred Ped Prroduoduct Lact Labeling (SPL) stbeling (SPL) standandardard,, which is iwhich is inn extenextenssibiblele 
mamarkup langrkup languuageage (.xml) fo(.xml) formatrmat 

Guidance for Industry.  Providing Regulatory Submissions in Electronic Format —
 
Content of Labeling April 2005
 

Structured Product LabelingStructured Product Labeling 
(SPL)(SPL) 

• The content of labeling in a standardized
electronic file format 

• Use of this common format will enable all parties
to create, send, and receive product labeling 
content 

• Includes computer readable tags to index and
enhance processing of the content of labeling 

» http://www.fda.gov/oc/datacouncil/SPL.html 
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DailyMedDailyMed 

• Managed by the National Library of Medicine 

• Electronic repository of prescribing information 

• Populated by current FDA labeling in SPL format 

• Contains labeling for 3704+ approved 
prescription drugs 

» http://dailymed.nlm.nih.gov/dailymed/about.cfm 

ThankThank youyou 
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